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B Responsive to communication(s) filed on 7/9/98 

|& This action is FINAL. 

□ Since this application is in condition for allowance except for formal matters, prosecution as to the merits is closed 
in accordance with the practice under Ex parte Qu$fl%35 CD. 11; 453 O.G. 213. 

A shortened statutory period for response to this action is set to expire 3_ month(s), or thirty days, whichever is 

longer, from the mailing date of this communication. Failure to respond within the period for response will cause the 
application to become abandoned. (35 U.S.C. § 133). Extensions of time may be obtained under the provisions of 
37 CFR 1.136(a). 



Disposition of Claim 

H Claim(s) 2-4. 8-10. 12-14. 18, and 20-24 



is/are pending in the applicat 



Of the above, claim(s) 
□ Claim(s) 



B Claim(s) 2-4. 8-70. 12-14. 18. and 20-24 

□ Claim(s) 

□ Claims 



is/are withdrawn from consideration 

is/are allowed. 

is/are rejected. 

is/are objected to. 



. are subject to restriction or election requirement. 



Application Papers 

□ See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 

□ The drawing(s) filed on is/are objected to by the Examiner. 

□ The proposed drawing correction, filed on is □ approved ONsapproved. 

□ The specification is objected to by the Examiner. 

□ The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. § 119 

□ Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d). 

□ Ail C£ome* [N]one of the CERTIFIED copies of the priority documents have been 

□ received. 

□ received in Application No. (Series Code/Serial Number) . 

□ received in this national stage application from the International Bureau (PCT Rule 17.2(a)). 
*Certified copies not received: 



□ Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 1 19(e). 
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□ Notice of References Cited, PTO-892 

(3 Information Disclosure Statement(s), PTO-1449, Paper No(s). 

□ Interview Summary, PTO-413 

□ Notice of Draftsperson's Patent Drawing Review, PTO-948 

□ Notice of Informal Patent Application, PTO-152 
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DETAILED ACTION 



The previous office action is withdrawn entirely; it was prepared before the 
paper of 7/9/98 was received. 



The three insertions into page 4 are all new matter. Description and 
enablement of this new material is lacking. See points 4-6 below. 



The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the 
manner and process of making and using it, in such full, clear, concise, and exact 
terms as to enable any person skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and use the same and shall set forth the best 
mode contemplated by the inventor of carrying out his invention. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out 
and distinctly claiming the subject matter which the applicant regards as his 



Claims 2-4, 8-10, 12-14, 18, 20-24 are rejected under 35 U.S.C. 112, paragraphs 
1 and 2, as the claimed invention is not described, or is not described in such full, 
clear, and exact terms as to enable any person skilled in the art to make and use the 
same, and/or failing to particularly point out and distinctly claim the subject matter 
which applicant regards as his invention. Specifically: 

1. The term "pyschosocial dwarfism" is indefinite. Simply finding definitions for the 
two individual words does not make the term itself definite. The term is included in a 



Specification 



Claim Rejections - 35 USC § 112 



invention. 
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list of medical conditions to be treated; applicants have presented no evidence that 
this is a defined medical condition, so that one of ordinary skill in the art could 
distinguish this dwarfism from other dwarfisms, (paragraph 2) 
2. The language of choice (a) is indefinite for reasons set forth in detail in the Final 
Rejection of 3/26/98, pages 6-7. Applicants' traverse on this point is unpersuasive. The 
examiner is not requiring "applicant to test each and every embodiment of the 
invention". The examiner isn't suggesting that applicant test anything here. The 
examiner is doing the reverse — noting that this sort of claim language forces on the 
public a potentially unlimited series of tests to determine the scope of the claim. The 
actual scope of term (a) is simply not known at present; for all we know, every disease 
— or none — fall into this category. Determining the actual scope of this term, at this 
point in time, requires extensive and fundamental research, which is improper to 
place on the public. The burden is on applicant to particularly point out and distinctly 
claim the scope of the invention. Except for experimentation of a routine nature, this 
burden cannot be placed on the public, and that is exactly what this language does. 
For the reasons set forth in the lettered points, in the Final Rejection of 3/26/98, pages 
6-7 determining for sure which diseases do and which do not fall within the ambit of 
this language is a difficult undertaking, one that is not impossible but one that 
involves undue experimentation. Applicants mention animal tests. These are useful, 
but an animal test does not determine whether a disease falls within this category; it 
merely identifies which drugs might be successful for a given disease. The question 
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here is the meaning of the claim language, not whether any given compound will be 
effective against any given disease, (paragraph 2) 

3. The replacement of the term "thioalkyl" with "alkylthio" is clearly new matter. 
There is no way of telling whether that term or "mercaptoalkyl" is what was originally 
intended; applicants have simply made a determination after the filing date. Although 
the original terms was clearly defective, both "alkylthio"and "mercaptoalkyl" are 
reasonable possibilities as to what was originally intended. Applicants point to the 
fact that in the Miller patent, thioalkyl clearly meant alkylthio. Yes, that is one 
reasonable meaning for the term, but its isn't the only one. In Miller, it was indeed 
clear what meaning was actually intended because of the example. But no such fact 
situation occurs here. There is no way of knowing whether in this case it meant 
alkylthio or mercaptoalkyl. Applicants have made an arbitrary selection. Applicants 
have not shown that one of ordinary skill in the art would have known which of two 
possible readings to take in this case, (paragraph 2) 

4. The optionally substituted pyrimidyl choice for R 5 lacks enablement; this term did 
not exist in the specification's definition of R 5 as originally filed. Applicants point to 
page 9, lines 9-15. First, this material is broader than has been put into Claim 18 or 
the specification. It is limited to 2 substituents (not up to four as is seen in Claim 18 
and page 4), and the substituents are drawn from a much smaller list. Thus, the 
specification and claims now cover amino pyrimidinyl, or trimethylpyrimidinyl, terms 
that are not covered by the page 9 material. In addition, the subject matter of the 
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paragraph is limited in other ways. It has a much narrower definition of R 3 than does 
Claim 18 or the specification. Thus, a compound with R 3 as CN is now in Claim 18 or 
the specification, but is not on page 9. The same is true of other variables such as R 4 . 
Moreover, even material which is described lacks enablement. The utility is tied to 
the formulae I, II, and III as defined. Additional material outside that was invented by 
applicants, but isn't covered by the utility umbrella, (paragraph 1) 

5. Applicants have added CF 3 to the R 5 definition. This has the same problems. Just an 
example, page 9 does not provide for a compound with R 3 as CN where R 4 is CF 3 , but 
now the claim does, (paragraph 1) 

6. The same is true for the three new choices for R 12 . For example, Claim 18 now has 
fluoronaphthyl as a choice for R 5 ; no such thing occurs on page 9. (paragraph 1) 

7. The provision for the optional multiple bond for R 5 now inserted into Claim 18 lacks 
enablement and description. Applicants point to page 14, lines 3-5, but that does not 
cover R 5 . (paragraph 1) 

8. The inclusion of "inflammatory diseases" is clearly new matter and lacking in 
description. Applicants point to page 1, lines 29-34, but that is talking about the prior 
art. It does not say that the claimed compounds are effective for this. The 
specification hasn't even started to talk about the claimed compounds yet. This is all 
background. Further the sentence is actually referring only to "stress-related 
illnesses" Thus, inflammatory diseases that don't arise from stress wouldn't be 
included in that sentence, but are now in the claims, (paragraph 1) 
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9. Further, the inclusion of this terms now means that other terms appear to be 
superfluous. Thus, the very next term is an inflammatory disease, and hence is 
already included by the new term, (paragraph 2) 

10. An HIV infection is not a disorder; it needs its own category. A disorder is a 
disturbance in the regular and natural functions of either body or mind. An infection 
is not part of the regular and natural functions of either body or mind and hence it is 
not a disturbance in it. Of course, an infection can trigger a disorder, such as a fever 
or damage to the immune system. Thus, the fever is the disorder, not the infection. 
The infection is the cause of the disorder, but not the disorder itself. Not all bodily 
problems are disorders. Things like infections and wounds (e.g. bee sting) can 
subsequently cause a disorder, but are not themselves a disorder, (paragraph 2) 

11. Claim 22 lacks description. Even a negative limitation requires description, Ex 
Parte Graselli, 231 USPQ 393. (paragraph 1) 

12. Further, it is unclear how it operates. Is a specie excluded if it meets any of the 
conditions or only if it meets all three of the conditions, (paragraph 2) 

Claims 2-4, 8-10, 12-14, 18, 20-24 are rejected as being drawn to an improper 
Markush groups for reasons set forth previously. Limiting the claims to 
pyrrolopyrimidines will overcome the rejection. Applicants' traverse on this point is 
unpersuasive. Each provides a different nucleus. The fact that each nucleus has 9 
atoms and two rings does not change the fact that these are different. Purines and 
imidazopyridines are each a different heterocyclic nucleus. Contrary to what 
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applicants state,, the classification is indeed different; e.g. imidazopyridines are in 
Class 546, not 544. 

Claims 20-21 and 23-24 are rejected, 35 USC 1 12, paragraph 1, for lack of 
enablement for such scope. The reasons were given previously; the traverse on this 
point is unpersuasive. 

Applicants cite Cross vs Iizuka, 224 USPQ 739. But the facts were very 
different there. Cross had a specific enzyme considered to be useful per se for the 
treatment of asthma. The sole question there was whether any utility had been 
established for the compounds. Here that question doesn't arise because the 
compounds are not under rejection; the question is that of the vast scope recited in 
the claims. The same is true of Nelson v. Bowler, 206 USPQ 881. Moreover, in that 
case there was direct testing, employing a test that had an excellent track record of 5 
years, which showed that the compound was directly useful in regulating blood 
pressure. This established a utility, which was all that he needed to have the 
compounds enabled. The scope issue simply did not arise in that case. 

In discussing Chalmers and Stratakis, applicants state that "...increases in CRF 
are related to ..." followed by large lists of disorders. But a mere relationship does not 
mean that one skilled in the art would be able to use the claimed compounds without 
undue experimentation. If they could, all diseases would long ago, be treatable, since 
virtually every disorder has been related to one or more chemical, receptor, etc in the 
body. Thus, for example applicants state that Chalmers "indicates a connection 
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between CRF" and Alzheimer's Disease. Dozens if not hundreds of proteins, 
cytokines, hormones, enzymes, neurotransmitters, etc have been found to be 
connected in some way to Alzheimer's Disease. But for virtually none of them have 
those skilled in the art been able to figure out how to use this connection. It is often 
very difficult to even determine if the chemical (usually, changes in the level of the 
chemical) is a cause or an effect of a disorder. If the change is an effect of the disease, 
then one would not ordinarily expect that changing the level of the chemical would 
have any practical benefit. But even if a chemical is clearly established as a cause, 
figuring out how to get something which effects it to treat the disease can be 
extraordinarily difficult. Thus, it is well established that levels of a certain 
neurotransmitter are far too low in the brains of Alzheimer's Disease patients. The 
Acetylcholinesterase enzyme destroys this enzyme, and thus an Acetylcholinesterase 
inhibitor would logically be expected to be effective. Such inhibitors have been known 
for over fifty years; hundreds and probably thousands have been identified. A callosal 
amount of effort has produced only two such compounds effective in any way, 
evidence of the extreme difficulty in going from information about the fact that a 
compound has a "connection" to a disorder to actually treating the disorder. 

Thus, while applicants say that "CRF antagonism is relevant to many 
pharmacological uses...", that does not mean that such relevance can be translated 
into treatment of disorders without undue experimentation. Thus, for example, the 
fact that there is a "connection between CRF antagonism and stroke" does not mean 
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that one skilled in the art could without undue experimentation figure out how to get 
these compounds (billions of compounds) to be effective against stroke. Stroke 
represents one of the most intractable medical challenges. Stroke is estimated to 
cause about 15% of deaths, behind only heart disease and cancer. Even those who 
survive normally suffer from persistent damage, including motor and speech 
disturbances and/or convulsions. Despite a tremendous effort to resolve these 
problems, cerebrovascular therapy as so far been limited to trying to prevent further 
damage in areas on the margins of the ischemic focus, thus trying to maintain 
adequate perfusion in remaining intact areas, and thereby limit progressive infarction. 
This is generally done surgically. Standard pharmaceutical treatment, such as 
antiarrhythmics and antithrombotics don't get at the cause of the stroke or the 
damage caused, but are mostly done to insure adequate cardiac functioning. 

Effective acute drug treatment of the stroke itself has so far proved to be 
beyond the reach of medical science. Major efforts have certainly been pressed in the 
are of neuroprotective therapeutics. Those studied have included use of Ca 
antagonists such as Levemopamil and flunarizine, to suppress neuronal calcium 
influx; NMDA antagonists (both competitive, such as APV and CPP, and non- 
competitive such as chlorpromazine, ifenprodil and Mg salts) as well as AMPA and 
kainate antagonists to block post-ischemic receptor-operated calcium channels; 
attempts to block arachidonic acid cascade or elimination of its metabolic products 
with agents such as lipogenase inhibitors and thromboxane; use of free oxygen 
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radical scavengers such as superoxide dismutase, alpha-tocopherol, or allopurinol to 
inhibit the lipid peroxidation that damages cell membranes, which may indirectly help 
prevent intracellular calcium overload; anti-edema agents such as corticosteroids; use 
of 5-HT 1A receptor agonists to suppress 5-HT concentrations in the hippocampal 
extracellular space; use of CRF receptor antagonists to inhibit excitotoxic brain 
damage; use of serotonin 1 A agonists such as ipsapirone, or adenosine modulators 
such as vinpocetine, to stimulate adenosine, which may act as a protective agent by 
hyperpolarizing the postsynaptic neuron; use of platelet aggregation inhibitors such 
as prostacycline and ticlopidine, and other approaches as well. 

Despite this vast outpouring of research, the skill level in this art is sufficiently 
low relative to the difficulty of the task that obtaining treatment of stroke was, as of 
the filing date, not yet possible. Hence, accomplishing such a goal involves more than 
routine experimentation. As evidence for this, there was cited Chalmers which states 
flatly on page 170 that, "At present, there are no effective neuroprotective agents that 
can clinically ameliorate the effects of stroke in humans." As an example of this 
massive effort, Pentoxifylline has been one of the most intensely studied, with 
literally dozens of studies published on its properties. It appears to have a wide 
variety of effects on leucocytes, erythrocytes, neutrophils, plasma fibrinogen levels. 
These result in a wide ranging ability to increase blood flow, resulting in effectiveness 
in some vascular disorders, especially intermittent claudication. Yet, it is still unclear 
whether this drug can be made to work against stroke. Research with different 
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administration methods, or different subcategories of stroke may well result in the 
discovery of how to get this drug to work, but the slowness and difficulty of this 
research shows clearly that this involves undue, not routine experimentation. 
Applicants' compounds have been subjected to no such study. 

Applicants mention cancer; this issue was discussed in the Final Rejection of 
3/26/98, paragraph bridging pages 2 and 3. Applicants response really doesn't get to 
these issues. Yes, there is a "connection" between CRF and the immune system, and 
between the immune system and cancer, but that is a far distance from establishing 
that CRF inhibitors can treat cancer generally, a feat that has never been 
accomplished in the history of oncology. 

Next, applicants mention chemical dependencies and addictions and present a 
reference on REVIA. Those skilled in the art have found a way to use this for opiate 
dependency, which is not surprising since that drug binds to the opiate receptor. It is 
not seen how this is of any relevance here. Applicants' compounds are not disclosed 
to bind to the opiate receptor, nor have any compounds which don't bind to the opiate 
receptor ever been made effective for treating opiate dependence. Further, applicants 
argument does not get at the problem that the claim covers treatment of addictions 
generally. For reasons set forth in the Final Rejection of 3/26/98, paragraph ending 
page 3, since these have so little in common, one would not expect a chemical to treat 
the broad range of addictions. 
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A similar problem exists for "drug and alcohol withdrawal symptoms." 
Applicants cite a reference on Tranxene, which is indicated for the relief of alcohol 
withdrawl. But this is a standard benzodiazepine antianxiety drug; it acts by binding 
to the BZ receptor. Why should a CRF antagonist be expected to do what a BZ 
antagonist can do? Further, there is again a question of scope. After all, Tranxene 
could probably not be used for withdrawl from benzodiazepines! 

Applicants are correct that anorexia nervosa should not have been included in 
the list of the Final Rejection of 3/26/98, page 4, item 1. However, the examiner's 
argument stills stands with regard to obesity and Alzheimer's Disease, as these are 
associated with abnormally low , not abnormally high levels of CRF, as Chalmers 
states. 

The claims now have HIV infections, but the previous reasoning concerning 
AIDS applies just as well here. No one has ever been able to treat any HIV infection - 
- indeed, an viral infection at all, except by means of an antiviral, something that 
disrupts the operation of the virus itself. There is no reason to think that a CRF 
antagonist could possibly do this, since no virus actually uses this hormone for any 
aspect of its replication, infectivity, etc. 

Applicants have cited Owens, a large review article on CRF. As this is an older 
(1991) reference, it cannot supply information about the state of the art at the time of 
the invention. However, it is instructive to note the last two sentences of the text. 
This states explicitly that the research necessary to understand "basic CRF 
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physiology" remains to be done, and that "pharmacological agents" are only 
"possibilities", not realities. Lyons presents a hypotheses that needs further support 
(see last sentence). Suemaru (which is reviewed only for the Abstract; the rest is in 
Chinese) Strijbos and Suda are all basic research papers, not dealing with the 
treatment of disease. Fackelmann is noted but does not mention CRF. 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until 
after the end of the THREE-MONTH shortened statutory period, then the shortened statutory 
period will expire on the date the advisory action is mailed, and any extension fee pursuant to 
37 CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of 
this final action. 

Any inquiry concerning this communication or earlier communications from the Examiner 
should be directed to Mark L. Berch whose telephone number is 703-308-4718. 




Mark L. Berch 



Primary Examiner 
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August 5, 1998 



